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Abstract of JP 7236475 (A) 

PURPOSETo provide a myeloma cell line which can be a model for IL-6- dependent proliferation 
mechanism in myeloma, an experiment with an animal to which the cell line is transplanted, and the 
screening process for a myeloma- treating agent using the cell line or said experimental animal. 
CONSTITUTIONThe invention provides a human myeloma cell line which proliferates depending on IL- 
6 through the autocrine mechanism, an experimental animal to which the cell line is transplanted, the in 
vitro screening method of myeloma-treating agents by testing the inhibition of myeloma cell proliferation 
by adding the agents to the cell line, and the in vivo screening method of myeloma cell-treating agents 
by giving the treating agents to the experimental animals. 

Data supplied from the esp@cenet database — Worldwide 



http://v3.espacenet.com/publicati^ 5/19/2009 



(19)0*H#fFff (JP) (12) & ijlf |^ & $g (A) Ol)ttffftHR&n#5 

WW¥7- 236475 

(43) ^HB spjjfi 7 ^(1995) 9^120 



(51) IntCl. 6 






F I 




U 1 <J IN o/lO 










AO IK. bt/[)tZt 










A 6 1 K 35/28 


ADU 


7431 -4C 










7729 -4B 


C 1 2N 


5/ 00 B 






9281 -4B 




15/ 00 A 








*gMc M$g0ftl6 FD (£17 JC) ftttldZttK 


/0 1 \ L1J WiTp | ■ 

(21)£iiPff-*f 


#|fi¥6- 58082 




(71)H«A 


000003311 


(22)mS0 


¥^6^(1994) 3 ^3 0 












(72) mm 


s«^:iETii^:KSJf*iBBr-TS23# 

**SSKK ; ®3ft^l8-304 










&3iTO3i5rif^i£ii«#Bn2# hx;v 

«^K605 








<mmm 


»ra«wiR«mftra i -135 








(74)ft3A 


SKSK:«K 



(54) mwm&m iL-6*-b9?4>mmGKhWfflmm 

(57) [g&l] 

[ S ft] I L - 6 



-1- 



[m*«i] ir- h??4 >-mmic ±5 1 l-6^# 

[«*JI 2 ] fc h #Mfias t b #^tt#ttJBT»fc Sit 

*ji 1 ^ta«©^Hia*„ 

[tt*3S3] KPMM2 (^X^X^S«W^S)3f# 
f?«£%*f£-fe V*— , $!£#-§- F I RM : P-141 
7 0) Xh 5 tt*^ 1 (-WHiR<Z>»» 0 

[1**35 4 ] w 3ft is 1 icn&mmmmtt&m \^tcmm 
mim 5 ] %mmftftwt&kn-?%> s 1**11 4 

r # t, ti 5 it*ii 4 kie«<o r mmm a 

[»#89] Y t> 7 4 ^WMl^i. I 

[»*gt 1 0 ] #MUBteSfcffl«rMf#JS 1 irfam<o*Hte 

[»*^ 1 1 ] #itJttiWia*B«aiftijw»*M^ 

#«»f&ij£ffi«li LTtT5 £ OKIE 

[in** 1 2 ] n-MjBf&a&ws i l - 6 m&xammt 
[»**g i 3 ] ^mm^m^mmm 4 tciE«©n» 

mmm 1 4 ] itmmmifo®9mm&»&M? 
mmu^nnt vxn 5 ^ 3 trie 
gi©>f v-tr^** y-=y^& 
[ft*3S 1 5 ] -f MffiMSif *WffiiJl«£##i^» 

[swss 1 e ] itwmmm& 1 l - e EHaawsn? 

mw<nmm?mw] 
[0001] 

l> $ttiL<i»-h^7^yiiiaoTiL- 
[0002] 



[«*©&«] (bsf-2) 

vj*>6 (IL-6) tt#38tt#ttB 
(multiple myeloma: SXTMM t WM 

tVCI^S (Kawano et al. , Nature 332:83,1988; Klein 
et al., Blood 73:517, 1989) „ #fiH4'frttIite, JF^fC 

awftKiHiWfKasii-*. iL-estctfus mm±.x 

lOli, I L-6«^f5^i8 o kDWD^K 
Steffi** >^*flt (I L-6g§#) tf&lj, tOl 

/^f g p 1 3 O^feS (Taga et al. , J. Exp. Med. 
196:967, 1987) „ 
[0 0 0 3] 1 9 8 8^Kawanof>ttlfithfI 

mmmm^mz. i l-6 &jS£L, 

5rt5rSSL (Kawano et al. , Nature 332:83, 198 
8) , — 1JK 1 e i n bit. § fej&SH^ SrS^L^V^ 

t^iCi^jfmi-Srt^tiniLfc (Klein et al., Bl 
ood 73:517, 1989) 0 ifcff ^<D I L-eftSi** 

HBro^tffigSt-CV^Ct^Pjn'CiSt) (Batail 
le et al. , J. Clin. Invest. 84:2008, 1989) , I L 

- 6 iSS#li«©±5*i|WH J f L © 1 otfc5t^ bft 

[0004] sfc, ff»^itb/c#Mje«©^ # 

j&3as^ — b ^ y >mm^tci±^y9 94 >mm<D^-r 
[0005] i l - 6 mf i &m.%-f% t h 

MfcF7^7i^y3yiaott F I L-6 c 

Vg.~fZ>h<OX'foZ> (Okuno etal. , Exp. Hematol. 20:39 
5, 1992) „ t htlBiSf U 2 6 6IJIL- 

TV^S Qernberg etal. , Leukemia 5:255, 1991; Levy 
et al. , J. Clin. Invest. 88:696, 1991) 0 L* S L>S 
U2 6 6 ©if ?ti±^0'|4 I L-6CioTt (Je 
rnberg et al. , Leukemia 5:255, 1991) ,, tfctfi I L 

- 6^ey ^ t;Vft#(i±otfc (Levy et al. , J. 
Clin. Invest. 88:696, 1991) ^SrSttftj^ofc, t 
V^Set*)?, U2 6 effliiSiiWi I L-6 

<Dm-$-te^fmxh5 e 
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[0006] *mm%ibt±, $>m\t^MM&%(DW.fcfr 

f> Kgt I L - 6 S^frffif*^^ < ffl^J $ tu5 ^ £ 3r$K*f 
Lfc (Goto et al., Biotherapy 7:655, 1993) <, 
[0 0 0 7] *mw%bte£b\c, ff»t 
*t n L-elfsmifiM^i^^?^ (i 

iI»)fi(Ottl(CO^tiWLfc (Goto et al., JR 5 
2[HlB*-K^^itffiSB*, 4 9 81, 1 9 9 3^ 

ion) „ ^©sn, Ar\^w.htc3ma-i^<Dmm. 

±t«tfc M L-6S*#«i:#:tJ;5JiJ*fli*!lS!i**if 
[0 0 0 8] 

[3&BHas«*-f JifELfc #ttJS»Jfi 

tas^ftpjfri/rv^o 

[0 0 0 9] *%m<OB ftfilfitffi© I L - 6 ft#ttif 

*«l#©*7vvt * 5 x3#itffi«»£4Sb£-f 3 r t 

i-&5„ L-6tn#, fell 

in:** if© i l - 6 mmmmztt t -f-5#KM& 

[0 0 10] *^K^»«Sr^«Lfc3IK«)ti^» 
«1-2>rifeBWt1-5o ±E*K»i«bttgi I L-60t 
fls gt I L - 6 if© I L — 6 ffitt|SlS£iJ£ 

[0011] *ISIKi±#MM^*ffl«^^ 

-7 * y ) ^isi sr mm t -t 5 # mm femm © 

A, IgM, IgG, I gEftitfBenc e-J on 
e s^y/^©5ll^fe5. 
[0 0 12] 

3 fcft©#&] #»Wf JilBSW 

[0013] -rt£t>h. xmwtt.*- v?7^ >mm\z 



[0 0 14] *iPJt±S»«£#«Lfc^ilft 
[0 0 15] *iPJt±#ttM?M6«£iilHM3§ 

[0016] s #»iKtt#Mtt?&ift!i«r±iaiafc 

0Jfc 5 ^fi#£§£<z>WiiS!l 5 - i: b * 5#im 

[0017] if.%w\(r>mumt, mti^ttit-iiitt, 
ntas-css. igG, is#*f 

ffiMS#©tt*^#Mffi«£:i£& Lfco #*Hi*&& 
l*^-e*flfei±g^LT*imU&ft, l^iifW^lx 
fc„ r©i 5(-Lrtfir$ixfc»fti4KPMM2 ti% 

— i-Sf£#-§-F IRM:P-14170 T^f£$ttTV^ 
5 (1 9 9 4^2i5 2 2 0 *f£) 0 »WKPMM 2 [4 

-r^jf hn-c©»ft, iwnisiti, mxA-mMM. 

(SCID) 7^, IL-6 17^'^ 
-y^SC I D-v"?XjoiLK^— K^^^*if©^S^ 

[0018] ilS^K PMM 2 fi^f V f h n "C I L - 6 
4r«^b, L-6g«* (I L-6R) 

■CVSr t*SflS3g$^fco *fc^ KPMM2(Oi§-lf-f 

MTT (3-[4, 5-dimethylthiazol-2-yl]-2, 5-diphe 
nyltetrazolium bromide) fi; (J. Immun. Methods 65:5 
5-63, 1983 mW) *3i03l»ia©pJ^T^KLfcS 

*, i l- 6 1 tbic4y^-^-<~hvfct^<D^mm 

mi±KPMM2^ I L-6ICfIS<jtS 
f&LXi%M-r&Zb&^LX\ / '>6 0 Jbic, K PMM 2 
©*Mi±, #C I L - 6 mAb / ^ n — ^/Mri*) 
So j; tKfet I L — 6 R mAb tioT^Sftff&tltiSl 1 
tW$IJ£ti/c„ *fc, RT-PCR 

^fi^yur^i/gy) tJ; 1 ?, kpmm2#il- 

6*3J;U«IL-6R mRNASrMttV^r 
B$tb/c 0 *fc\ KPMM2ftfl©fi^f > -f-ftfr 
■ibCD44, VLA-/3, ICAM-1, N C AM, L 
FA-3*5iti ! VLA-4Sr^5aLT*5i9, tfc^yf 

[0 0 19] r©i94KPMM2©M#S*b, K 
PMM2^I L-6^--b^7-l'^ffiStJ; l 9it5i-r5 

^(ommmm^ i l - e ^#s©^- h * 5 

[0 0 2 0] Lfdiot, *ISIK©«1*(4fei; I L- 6 
mAbfcSVMiKl L-6R mA b ft if© I L - 6 
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nz-Mmx-h^o fti L-6fetf**fcf±gti l 

fall t LT#MMte*ffl<Z)^ > tf h n x * y 
[0 0 2 1] #3&BHf±, *3PJ»M^£#ttLfc^lil 

IDv^^, IL-6 F7^v J i = 7?SCID-7') 
* *3 ± - K-V r> * ft if ©^S^^ffit- 5 ^ ? * 

[0022] j$*$§^r *l§iKco±fa«1*%-7 

JKI&ft £BK?JB»;WBft Sftsas, MW« L/c#1=f 

3 0 «*.tf, ft I L-6ft#:*rcttft I L-6g^#ft 
flsiVofc I L-6fiHt&WSIS:tti:*i:-r5#«Jffi& 

£<&MifM £ ffl @ t L/-c#Mffifff^J»^f v tr^?^ ^ y - 
[0 0 2 3] £tTt**WSrlUi0!H;:J;5$F>|cPL< 
ftv\ 

[0 0 2 4] 
[HKM 

IgG, XM#IStt't«II*# (7 6?, 



CtttJgM^-a-Ay^do^ , ffi*^ © I L - 6 W</M4 
9 1. 0 p g/m 1 f^LT^fc, SStbfcM*5rF i 
coll -Hy p a q u e (7 TJ^'sTftM) SrffiV^ 

TTMSS ; Sr&fefiU ]®*Mfi£r9 5%K±tMftbfc„ 
«i£ 2 0 o/o^i/J&Ifijfcfif (FCS:Xavier I 
investments!^ * F7D7) , t 
ML- 6 (tf^HSiyS) 4ng/ml}3iWfW 
(.mmWMttM) 1 0 0 /x g/m 1 Sr^tf R PM I 
1 6 4 0 (¥7^#M) igmW^K 1 X 1 0 6 «/m 
1 ©«a-C^§iirfc 0 &V^2 5ml77^3>f 1 T'l 
0m 1 (DmmWi'Pr'mil:^. ?Iffl5%C0 2 ^ 3 7°C 

[0 0 2 5] *^m-T?»i4S^br±i?6b 

^fcl^WJilt^F^^, LrttiE^tlfco r<7) 

ifift^KPMM2 b-fo% Lfc 0 I L-6£>#£T£fc 
i4^#ffiTi-*3Ct5ftiPB#rf5(4^tim4 8 BffS&it/ 

[0 0 2 6] KPMM2<Dj&ffli&i.XfI g&BttSkTO 

KPMM2<P^ffij3j:UiI 

KPMM 2 »SSttft^II«gtT-C S 

LTif*1-6r (01) , y4h-*rJ**? 

^x^mmmmmmm^Ltc (02) 0 kpmm 

—if, AS-D^OP7tT-Fx^T7-f, 

^fc^S, I gA, I gM, *5it/KL«tta8^ffi*3te 
i£t:'^14t:-fcofc 0 Sfc, « (10 6 i/ml) Sr3 

[0027] mmm 2 : «ffiftj^©»ir 
Ainmmm 1 ls:»»kpmm 2 c^sftj^© 
isa^^st bfti^^^j-rs^y ^p-^ftf*©/^ 

/l^SrfflV^T, Effi*5it>THlg^7fcft#:?^ (Fried et a 
1. , Flow Cytometry, Boca Raton, CRC Press:59-78, 1 
989) (Ci^WLfco 
[0 0 2 8] mMffll\zmM<D%mr*'&(bhtcKPMM 

2£, io 6 B/f^-7't*5J;5£, ioo/i lo 

«3tS'l4ft«3lKS« (FACS) ffigW?* (2% 
FCS*3itF0. 1% NaN 3 £r^t? V yWMWrfk$L 

m-kmmm (pbs) , J^lTFAcss«^«tv^5) i- 
»«$*fc 0 ftv^ % ^s*7£ft^*?£^-^3v^r^4, 
&»TiB^i i-ta«co#at hftjit*f-r5 77v^-u->' 



-4- 



^yft^-f (fitc) fcsv^^^^aaiy 
(pe) mmmw-^mni^ 4^x3 o^m 

y^^-Hfc, «SrJifBFACSe®^2lHlgfe 
jf- Lfc^, f-^ h^— $ — (EP I CS PRO 

FILE, =-/l^H±$D T^ffLfc, 
[0 0 2 9] WSsac^frtftifelcjsv^TH:, ?ftgK 

L, 4ttT3 0^y^fa'<-FLt 1 M&2rFA 
CSeW«T2 0^#Lfcft, 5jig/ml»FITC 



fcSiMiPEfJii^Sv^'^ I gG#L#:F (ab') 
2Brtf (TAGOttfi) SrJPx., 4<CK:T 3 0#MSS 
FACS«ff«-e2HI)$fe)f-Lfcm, F AC SS 

«*KH:i?j8$*, 7n— imm— (epics 

PROFILE, a-Zl^-ttSD T^«fbfc„ 
[0 0 3 0] KPMM2CD^ffiSiJ^SrKT»^l ttt 

[0 0 3 1] 
[«1] 



KPMM2<7>SffittI5i7>S*T 



KPMM2 



K P MM 2 



C D 3 3 


9 9 . 


, 9 


CD 1 1 a(LF A- O 


t) . 


4 


P C A - 1 


9 8 . 


0 


CDllb(Mac-l) 


1 . 


0 


B L 3 


9 8 . 


5 


CD 1 1 cCg p 1 5 0/9 5) 


0 . 


4 








CDl 8CLFA- 1) 


0 . 


3 








CD 2 9CVL A - 


9 4 . 


1 




0 . 


5 


C D 4 4 


1 0 0 




C D 1 9 


0 . 


4 


C D 5 4(1 CAM- 1) 


6 1 . 


6 


C D 2 0 


0 . 


4 


CD5 6CNCAM) 


9 9 . 


9 


CD 2 2 


0 . 


5 


CD5 8(LFA- 3) 


5 1 . 


9 


C D 4 SEA 


0 . 


6 


CD6 l(VNR-jJ) 


0 . 


5 


CD 4 5 R 0 


0 . 


6 


CDw4 9d(VLA-4) 


9 1 . 


3 


J?as t g g . 


3 7 . 


e 


CDw49 e (VLA-5) 


1 . 


3 


SI I g A 


1 . 


2 


LECAM1 


1 . 


5 


SB I gM 


1 . 


7 








[ g D 


0 . 


S 








SB 1 s * 


0 . 


2 


CD 2 5 


0 . 


3 


Sffi I g A 


7 1 . 


3 


CD 3 4 


0 . 


9 








C D 4 2 b 


0 . 


2 








C D 4 5 


9 9 . 


9 


C D 3 


0 . 


4 


C D 6 2 


0 . 


3 


C D 4 


0 . 


S 


C D 6 3 


2 8 . 


3 


CDS 


0 . 


2 


C D 6 9 


0 . 


5 


CD 7 


0 . 


2 


C D 7 1 (T f R) 


7 6 . 


2 


CD 8 


0 . 


1 


HL A-DR 


4 . 


5 








Glycopholin A 


0 . 


2 








I L - 6 R 


6 . 


3 


C D 1 3 


0 . 


7 








C D 1 4 


0 . 


1 








C D 3 3 


0 . 


S 









ftfrbmbfrfti. 5fc> KPMM2f^R«M*K^ 

(CD38, P C A- 1 *5,£U*B L 3) , Witt (C 
D44, VLA-0, ICAM-1, N C AM, LFA 
-3*5iU ! VLA-4) t£bmcCD4 5, CD63, 
CD 7 1 , I g Gj3XXlXf£ if<DgiS^^|4-efoo/c„ 

[0 0 3 2] mm<\ 3 :M/o^!) ViHS^fflft* 
_hfE*2fe0!l 1 -e^fir L fcHlSfK P MM 2 (Dfrm f o ^ 

y>- dg) mB^mmmzy-^yfuy vmzxvft 

[0 0 3 3] ISfeCTl tia«eD*&^±9#e>iT,fcKP 
MM 2 IBIS (1 0 7 {@) ^b. Manual of Clinical Immu 
nology, 3rd edition, American Society for Microbio 



logy, 1986©*&('2pCTDNA£MMU 3WM 
ISiBamHI, E c o R I feSV^BH i n dill 

ivftMk. LTDNA^talJlXLT, 0. 8%Ttfv 
—7s?>V (SEAKEMGTG, FMCttK) Ki.*0 2 

%^«$-frfc 0 ?*77yA/7-fv-DNA 
fct H g J H , C sjo itFC 17*P- y (^-ynr 
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fei:, I gH*5itficiie^ s S«^Lt^fc«s, X 
«e^ii#«J*LTVV^ofc (13) „ £X_h©rt 

[0 0 3 4] SSJtflH : ««fz^»##r 

±Bmmm i t-wse Lfc»is»K p mm 2 coifed©* 

[0 0 3 5] UlE^l t|H««)*iSfe-e#fctLfcKPMM 
2 £2 0%FCS*5j;t>*l OOji g/m 1 
£^t?RPM 1 1 6 4 0±g^M^T5 X 1 0 5 f@/m 1 
£ 5(-iS*bfc„ ±gH4 8P3f B 1«|;i, KPMM2 

to. o 5 n g © a/v-fe 5 K (^aftS) £ l 5 #BB 

&3U 5xS*M^«l;W^#lkL7cKPMM2Slfi 
t:lH|l|XL/t 0 IUJ|XLfcKPMM2lBia§rO. 0 7 5M® 

Kcif2oMiaiu ^ ^y-^-s^-ea^u 

fc„ #CVvT\ KPMM2lBJ3$cQ|fcfe#;£r h- D /v^-^ 

[0 0 3 6] tOiieS > KPMM2 ii#< <D*;g^£r 
toZfftHfiT?*5iti«fl!BL*: (SI 4) „ ^«fL 
It I SWfcf^XfrA 6, XX, d e r (1 ; 1 9) 

(q 1 0 ; q 1 0) , t (3 ; 14) (q 2 1 ; q 3 
2) , -4, t (6 ; 11) (pl2 ; pl5) , de 
r (10) add (10) (pl3) die (9 ; 1 
0) (ql0;q26),+16£^ Lfc 0 

[0 0 3 7] 

HJSM i -cw* LfcM&ttK P MM 2 <D x-Zf* $4 1/ • 
;v^^(;V^ (EBV) So itfW ^y^^Vk^: 

[0038] mmm 1 ^ts*«^s-c#ttifcKPMM 

2««^fe#:^ 5 b^7°^^'f V • /Wt"7-f (E 
BV) Srtfta-fSfcftt, Systemic Gene 
tic Ins t i tutett^tlALfcEBV B 
amW^ttS/T^^-^ffl^T, i^f^^l-t^ 

pcr ^-fv PT^i/ay) Srfr 

A^ffifflM. T. C. ^r^h (Gen-Probe I 
nc. ttjg) fciO, «ft©«k*tfto-CStetl!Lfc. 
[0 0 3 9] -trog*, KPMM2!iEBVy/AJJi 

[0 0 4 0] 5li£#!|6 : fvf h*^T VjC^H-SRJtStt 
SUfiM 1 T«fALfc«*K PMM 2 (D&nfrj 

[0 0 4 1] 1 t|Ett5*ffi1?#5)^tKPM 

M2£r2 0%FC SSoiUU 00u g/m 1 
^Sra-tfRPMI 1 6 4 0#*t«£fc:??)B&*, mm>2 
00m lt-9 Y (77/V^ytti) —1X1 

0 *m/% b?£6£o lefrm Lfc 0 

[0 0 4 2] 9 <6%~fV~ \-<D&%XO&^ TfBcO^gt 



[0 04 3] Ifl^X. I L - 2 , PIL-3, Htt-KJg^E 
H^- (TNF) -a, HUft/.SN' ? D7r- 
$«H^ (GM-CSF) , H#*MSj&ftH^- (SC 
F) (mil, Ge n z ymetfcti) , H I L - 4 , HI 
L-7 S HIL-10, HIL-11, HSlfaJBPlSH 
f (LIF) , m^T^^T-f^yM (OSM) (K±, 
Pepro Tec Inc. t±§© , H I L - 9 , m 
Ufx-rf—Si/jrtfL&m? (TGF) -0 (£t±, 
R&D System Inc. trJH) , H I L - 1 a 

(Boehringer Manhei m|±K) , H I 
L — 5 (Upstate Biotechnology 

Inc. trJgD „ IH I L - 8 (Am e r s h a m}± 
X) , H^y^n^^ (EPO) *3j;0H»i«=i 
p--*!l»H^ (G-CSF) (£i±, f^jyuws^ 
tti DSflfe) ill 0 0 n g/m 1 „ 

[0 0 4 4] aM^^^icy (I FN) -y 

(±^if»»*^l±J;9gtt) fcitf^Mfc h 1 f 
n — a (&immm&&ti:i: v mm SIOOO U/m 

1. 

[0045] mm*. 1 l - 6 (^MII*S;£ttJ; 19 « 

#t) (4 1 n g /m 1 o 

[0046] *f!li¥fi, f--r h*-fy^iDx.^v^ 
2 o%f c sssitn ood g/m 1 tn-r-i i/y&W: 

JPL/cRPMI 1 640 Lfc 0 
[0 0 4 7] 9 67t/l/— l-cD^SC^&LfcKPMM 

5%C0 2 4\ 3 7°C-C9 6BfWJ§#bfc„ ^COigH^ 
T4B#Rgfji^ #7ti- 3 H-^5^y (Amersha 
mttSO £ 1 m C i /•KbfS.K <t 5 fcjSJ(ILfc 0 KPM 
M 2 *) iA^/c 3 H 5 > J ^Wi©SiJfe(4, 
yfl/^ayA^!?- (1 2 0 5 ?7°U~ 

[0 0 4 8] KPMM2©li?t!>l^"r5#®f--r h*-f 
>-<7)?7jm?r|115iC^-r„ H5^e>5ie>^i5C:> KP 
MM2«(*I L-6 tttM^a^-bLfctf 

Wtlng/mllcjStTaiL-eKiO, 3 H-^5 
5?^©^t)ji^2. 2f$t±#LfCo -77, IFN- 
a*5it^I FN-y !4KPMM2MacDjfm^ill : i-Pfl 

[0 0 4 9] Sfc, KPMM2©t-f b ^iCMi' 5 
S^tt^fS^Sfcfelr, MTT (3-[4,5-dimethylthiaz 
ol-2-yl]-2, 5-diphenyltetrazolium bromide) (J. I 
mmun. Methods 65:55, 1983 *5i0^JJS^E 

[0 050] :ftIL-6 mA b So i t^fti I 

L-6R mAbt i SJgJtPli* 

H*fiJ 1 r-WiiL LftlfittKPMM 2 (C^f-r 5-7i7^tt 
tHL-6R mAb (^e 7 9 n — y>VtfiW) (Ig 
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G^y* : PM1) 5oi.U-?ty?-%i\ L-6mAb 

(I gG^7^ : SK2) (D^^M^fCo SK2I1 
^titfe (Y. Ohe etal., Br. J. Cancer 67:939, 1993) \Z 
WM&tlX&V , ffePMliiJt (Hirata et al. , 
J. Immunol. 143:2900, 1989) i'fa<c$^T^5 0 

[0051] mm 1 ictm-r^mx-mcK pmm2 

£2 0%FC S^it/l 0 0 n g/m 1 jJl-?4 isl/fr 
-^tfRPMI 1 6 4 Otimm^frMZt. *f* 5 2 0 0 
H 1 "C9 K-X-fV— h — 1 X 1 O 4 

f@/ft t * 5 J; 5 Lfc 0 
[0 0 5 2] 9 6ft:?V- hCD^-fttCte, &n^&<Dl 
L-6 mAb (t/^n-t^) (SK2) 
t>miL-6R (S^) mAb (PM1) fcSP 

ilFl 00m g/m 1 v^^-gtrRPMI 1 6 

[0 0 5 3] 9 6ft/U- hCQ^ftt^ftLfcKPMM 
2^ fiIL-6 mAbfcitffi I L- 6 R mAb 
#£T&5W±#P#£TT*SI|5%C0 2 ^ 3 7X^X' 

9 6B#PflJg*Lfc„ ^ro±g*^T4BffaiHfr(r, #fti;: 3 

H-f^^ (Ame r s h a m&M) i /ft 

i5i^PLfCo KPMM2 7>^&A,fc 3 H- 

- (1 2 0 5 iffV— K y'r/^v'TttM) £r 

[0 0 5 4] KPMM2<7)if^£*H-Sin;i L-6 m 
A b jo J: l/JrC I L — 6 R m A b cD^jS&EI 6 i^i" 0 

s K 2 38 it^PM l roisMi^-f iihRlAltzftmcMlfc 

mm.*#Mimmi-tz 0 mz, PMiiti^g/mi© 

ISfKPMM 2 ©Jtai&^KfaS Lfc 0 
[0 0 5 5] Jfc, KPMM2fl©SlL-6 mA 
bjoitWKl L-6R mAb^-rsaS^P^Sfc 
aftM, MTT (3-[4, 5-dimethylthiazol-2-yl]-2,5-dip 
henyltetrazolium bromide) ?£ (J. Immun. Methods 6 

5:55, 1983 &#flg) *3 ±imwiS£i:«8ojr*-s#tfc 

[0 0 5 6] Sttfe#l8 : EL I SA(^<t3 I L - 6 j££ 

mm 

1 x-m± l/cMsi*k pmm2hj;§il- 

[0 0 5 7] §git#l 1 (C|E*-r?)*^T-#/cK PMM 2 
2 0%FCSt5j;yiOO/ig/ml*tv^i/y 
^-a-tfRPM 1 1 6 4 0i&#f(ltC 1 0 6 fl/m 1 i&S 
i 5 £ fcML-6 ^#ftT-CSffl 5 % C O 

2 *r\ 3 7°C-^±t*L/t 0 

[0 0 5 8] Iff* 7 2H#W&, Iff^irfif^^frSK 
PMM2^1tLf; I L-6©ifeg£\ tHL-6ffl 
ELISA+yh CSfA^*9#9 h P-*fcJ© 
V^rS5#coW ; 7jtttV^teLfc 0 &}8, l^ttMflBtL 
T\ 2 0 % F C S fcitF 1 0 0 /j g /m 1 yy 



IraLfcRPMI 1 6 4 OJffaSSrfflV^c. ±ff*i:fif 
^(47 9. 7±19. 6 (Wfit±S. D. ) pg/m 
1 CO I L— 6 ©S^S^trJ^tL, *fl$*gi&Sfc:33V'>T|fc 
fflPSJ?- (4. Opg/ml) J^TT'&oTccOi-it^-rS 

[0 0 5 9] : M h !J-fc:J;S I 

L-6 RCD?gI|CDffitfg 

KPMM2ttlt« I L-6 RfSa^Wigl-Sfc* 
ir N IL-6RKg^U I L-6CDI L-6R^Og 
-o-fcflSL&l^^Sit: h I L-6 R mAbfjbS 
MT 1 8fet#: (Hirata et al. , J. Immunol. 143:2900, 
1989) Srffl^-C, P H 1gi£*ftf«fe^SL7c 0 
[0 0 6 0] HJSM1 fcfE«©Mfe-?# bftfcKPMM 

2HMio 6 fi/fa^t45i5C> lOO/il 

(DmmM 2 I2«C0 F A C S g«S t'^iS £ if, 1 0 p g 
/m 1 COMT 1 8^SrJPx.. 4 ttt 3 
fcfL F A C S ftff?«r- 2 ESftf L, 100n lOFA 
CSgff«(-??S$1ir, i^fC, F I TCgit^fei^ 
>)XIgG» (TAGOttffl £5 /i g/mlSsiP 
L, 4°Ci^T3 O^-raSfS^-frfcc FACSlffSt2 
[Hgfe^L/ciL I^FACSiBHR«fc:#i8Stf, 7P-f 
-Thj<— ^— (EPICS PROFILE, 3— /V^ 
-<tfcM) -C?3bt&Slj£l,fc 0 
[0 0 6 1 ] ^rcoie*, El 7 J; 5 fc, K PMM 2 

«±(r ] l - 6 Rro&StfSjj^ftfc. 

[0 0 6 2] HJfetajl 0 : EL I SAtCiSt MgG 

K PMM 2 © t M gG (M.$V<9) £rf* f£ L 

[0 0 6 3] *IM1 CEiO^ffitfbJlfcKPMM 
2£l 0 6 {@/m l iftSi 2 0%FCS3oit/ 

100n g/m 1 *-7-r-f v'VSr^tfRPM 116 4 0 
tff*«icif»$*, M2mlfl2^^h (77 
>-#»!) »#ftiC^L, t h I L-6##£TT* 
Sffl5%C0 2 tp, 3 7tT*7 2 B^iff* Lfc 0 
*Rl43liIffofc 0 ±ff#±»tpcot HgGl 

g£\ TAGOttS-tdr^iI gGSi#: (NO. 410 
0) *5iD«r/V*y 7^-^7 T ^-ifg^^i gG 
#i"<r«!|$»&0t# (NO. 2 4 9 0) »5ELI 

SAir-TSOSLfCo x^y^-FiLt*7^ 
ttSSfc h 1 gG (NO. 0001-86 0) zm^tco 
«*±jf>fi:Hio. lug/mlffltH 
gG«^ji> *j-Jl±ff*?«-ei4«ttiPS#J^T (5ng 
/m 1 ) T-feofcOfcJt^LT, iff*±» tpcob b I g 
GgJt^il^^ii^ Ltv^rt $ tlfc 0 
[0 0 6 4] ItMl 1 : RT-PCR (iig^Jtf U ^ 
l/^fx^fyjJT^v'ay) ^±5 I L-6*3J;U?I 
L-6R mRNACftW 

1 Klfa*©*-?£T-# f>tlfc K P MM 2 [rjo (7 5 t 
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1- I L-6*3j;tFfc b I L-6R(7^gil£rfitm-t-5;fc#> 
\z y RT-PCR ? l/-xfi^fy!)7^ 

v'h >■) ffiiilj; 9 t b I L — 6 3o i t b I L — 6 R<D 
yir^> ?J r — RNA (mRNA) £r$ttBLfc 0 

[0 0 6 5] /T-^Atv"?A^D7'f Kffi (Mole 
cular Cloning, Cold Spring Harbor Laboratory Pres 
s) iaoTKPMM2ftfi (10 8 fi) i>b4RNAS- 

KW6. 4^fc.fcl^«^RNASrpS5Lfc 0 1 
DNA^ttcDNA^ify b (Invitroge 
nttM) £ffll^T, t#©ft*l*^RNA5^gi> 

[0 0 6 6] Ktt^fSt IttH L — 6 Jo i t) 5 1 b I 
L-BRftfiilPCR^^ffl^fc (C 1 o n t 
e c h Inc. f±!<D „ P C Rj^ffrS- 1 0 0 n 1 t±, 
1 OmM Tris-HCl (pH8. 3), 5 OmM 
ifrftl* ]) Amp litaq(Perkin E 

lmer CetusttS) 2. 5^yF, l*fic 
DNA-a-ftSJS*l m 1 , #^7^-^—1 0 0 pmo 1 
^tfo i S-PCRffif-3.-7'{ii£fe^--l'/U5 0 ai 1 ^r_h 
IfCPCRt#Lfc 0 SSK-9 4 °C"t:' 1 £M b 
6 0t:T*l#£ 7 2°CT1 0#CD1M'^A'3:3 01M^ 

O^-fsfJfiSrfTofco tHL-6*3iO ! tHL-6R 

m 5 0 p g <D&§tt*j-Jf P C Rlfe^ffc, 
[0 0 6 7] #RfSf-^ l 0 m 1 SrKoT 1 . 

£5i^ IL-6 (628bp) fcitfIL-6R (2 

5 1 bp) ©PCRltlBV^ftl|)KPMM2(DRNA 
^6>ifWc5^fc 0 m6«S*f±, KPMM2^IL- 

6 b * 7 -r ^««(- ± o -c^-r 5 r t ^ae^- 

HmcOffizJ^^t" 5o — SKW6. 4iWS(iIL 
- 6 tUf Lt I gM5r^»-r-5 0 I L-6RCOPCR 
S^JiSKW6. 4 mRNA^i^iiiliM^tlfci,, L-fr 
U I L-6©PCR^i4iCD^T-^t±i§tl-f, - 
cDrti4SKW6. 4fflia# I L — 6 5r^^ LTV ''^V ■> 

[0 0 6 8] 1 2 : fflfl&flcK PMM 2CSCID 

(1) KPMM2CD"5J^WI4*5J;U ? -f >" tf JKT-tDjjf ft 
_kfBHi£M 1 TSfSl Lfc«*K P MM 2 © pT#«'|4*5 



[0 0 6 9] KPMM2 5r2 0%FCSSoiU ? l 0 0m 
g/m 1 v'V'SrgtpRPM 1 1 6 4 0±##Mi- 

lO^/mlfllb, 0. 2mg©#i^#i;Tv'T 
PGMlfif (Code No. 014-09801, 
ft)rJ£l6l3il±») TJMLftl L-6 h?y^i = 
■y?M&&& : F£r?Vx (JsAT I L — 6 — SC IDTm 

[0070] r.(Dmm^Mmmcmmh, mtaL-ttma 

^j/v-^l (7 0 7r^ayitfi) £il LT^^r 

|H|i|XLfc 0 r©»4r-htEfclH«{CRPMI 1 6 4 0t& 
JiftClSligU IL-6-SCID Tm, Ifi^g^ 
±-?<y?> (S C I D^">^ fcV^5) (H + ^l^Ttt 
S) . BAlB/c-nu/nu?^ (£AT3*— K"V 

:/n y^tu ^tttb£rfflv^ I L- 6 -S C I D T 

(2) KPMM2©a^5^ttS8St?CDBT^1ttt 
KPMM2<75^fflig&£&T (s. c. ) , |£flRf*3 

( i . v . k JiErt ( i . P . ) t Lfc#^ra -mm. 

[0 0 7 1 ] ( 1 ) ir&I^TS C I D-r^^lCTliftb 
fcKPMM2«aF&*«ttK:«ffflU ffittLftdMBtfr 

£J1LT*HJI&£[§]JKU 1 0 8 fi/m 1 
fNcbfc 0 rcoSS^SrS C I D^?X, &5W4 0. 
2mgCD?1^KT^TnGMlft#::}oJ;U ; 5 OORffl 
XHT^aLfc^-F-^^^icO. lmlfofif 
( s . c . K ( i . v . ) , JKKrt ( i • 

p. ) ©3gS§TiMiU 4 0 Bfei-£#<£>Wt£tTo 
fc (&2) o ^©S*, fi4 0Bfttl4#n?4f^» 
s. c. ^T?l4£*£&Mfcfc, i. p. MT 

mmmmmm$:Mf&Lfc 0 *fc, i. v. mt 

«KPMM2 i4#M-e»i#^fg* kfrfc, 
[0 0 7 2] 
[*2] 
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K P MM 2 U> Bjfttttt 









S C I D 


s . c , 


3/3 


z. 


i . v . 


3/3 




i - P. 


3/3 


3 - K 


s . c . 


4 / 4 




i . v . 


1 / 1 




i. P. 


3/3 



(3) KPMM2#«»)fe«liLttt h I gG (M# 

WSKPMM2 £S C I D-7?^-.,£T#W U ffM 

fc„ _h!E (2) {Cfa*cO.*-?£r'MattKPMM2^SC 
IDv^X^TftL, KPMM2«f, ^tfiii 2 
10 4 2 0 gcD3[aK jftLttf-^^/^SKLrEL 
I SAfetTt h I gGftaSrSJSLfco 
[0 0 7 3] i<D^. -7^^lk«^C0t h I gGiftf 
!4K PMM 2 Sr^li LfctiJti^iiV^-f tL 

Tim&stiitmmntmb&Lifit v i g G«a^M 

( 4 ) K P MM 2 <D-5!®m&& <£ ilffljfe$:0& ft 

sc i T)-?<y*t*-v-?<yxx*&mmm*:^z.fct 
% cok pmm 2 co -nsmm.*wm t fc„ 

[0 0 7 4] mmflwMM^t)tl\^m<DSC I D^? 



^.tiaa-K^?*^ ±ia (2) 

KPMM2M2£; 1 0 7 , 3 X 1 0 6 , 1 O e MWMBiT 
(s. c. ) H^fflL^ SfcSC IDv^t f±_hfB 
(2) ©Mt*'#fcKPMM2lBiaS:3 x 1 0 6 , 1 0 6 

f@t§*ft (i. v. ) Lfc„ 
[0 0 7 5] SCIDv^XtfiTflLfc 

3 x i o & m$xm>m.-t% t, 2 1 h 

*§£-Tii 2 1 0 * T*ir 2 / 3 . 3 2 0 StftH:^, 

Sfc3xi o 6 fi^«L/t»^-eii4 2 H^-eir^^j 

4 2 B^-CiCJB^ro^ii^btl^^ofco SC 
I D^?*trf§«F^ffiLfc#3\ 4 2 0*-C(C3Xl 

o u flA|#M'e±M, i o G ||iiM'ei/3(;KPMM2^ 

[0 0 7 6] 
[&3] 



(5) KPMM2IIS 









taK/f^tta 


day 10 


day 21 


day 32 


day 42 


S C I D 


s . c . 


1 0' 

3 x l 0 6 
1 0 e 


1/2 
0/3 
0/3 


2/2 
3 / 3 
2/3 


2/2 
3/3 
3/3 


2/2 
3/3 
3 / 3 


*- K 


s . c , 


1 o 7 

3 x 1 0 s 
1 0" 


0 /3 
0/3 
0/3 


2/3 
0/3 
0/3 


3 / 3 
0 / 3 
0/3 


3 / 3 
3/3 
0/3 


S C I D 
0 I D-7# 


i . v. 


3xio s 

1 0 8 
, f p.rn 


0/2 

0/3 

3 8 


0/2 
0/3 


0/2 
0/3 


2/2 
1/3 



-9- 



KPMM2Sr^SLfcS C I D-^^XIC^^T, 
%%mm-f&fc!t>^ KPMM2 0iJSfffiit*MW 
i^mL-TV>5*ffiftMT'&5fc h C D 3 8 jrEJS®^ 

[0077] KPMM2 £r_kfB ( 1 ) KWMt ttWr? 
SCID??^--tWfiU Mt3 7 0 |tY? 

LTilL, Xr^^^yv'a (100pm) Sril 
U ^feEftfefltfWflSSftgfi (FACS) (2 
%FCS*5j;tK0. l%NaN 3 £r^ti>PBS (-)lg 

t LrKPMM2SrfSLtl^V^SC I Wr^^CD^ 

[0 0 7 8] *^Mfr|[i«E«-t-5^Si^J;'9KP 
MM2MTffiLfcSCIDv)^^tj|t #W^3 
7 0 Sfc^TM^^fTOl-SffiU MffiLfcB** 

(100/im) £ilU FAC 

s wmmcx^MM&(Dnm&*m% bfc 0 

[0 0 7 9] »'l4*ff$ t It, HIM 1 iifStft Lfc^ffi 
TM yt'Fc i^TiS* LfcKPMM 2 Vfc 0 -Y V t" 
hnT*4BIS#U;KP MM 2 £ F A C S MWmxffc 

[0 0 8 0] 2fet, CW<t5(-liML-7t«i'?iSft5rffi 
V^T, FAC SffiVrlCXZ, t hCD 3 8 fiiJj§CcDS§a&:ll 

[0 0 8 1 ] -f-ftfr*,, 1 0 0 iu 1 <DF ACSlfI>P 
JUT, ^roSittiBBia 1 0 6 fl(C»L, 2. 5dg/m 

1 ©7-f 331 y^.lJ ^ (PE) «»git bCD38fi# 
(Leu-17, • y^yvtfcW) 

JPU *_h-C3 0^MSJSS*fc o lmlCF 
ACSMffimX*2\Bim&&, 5 0 0 n 1 OFACSif 
?$T1g®U FACScan h V • y V 

>VM) K i. <0 F A C S Mm Srfl o fc. 
[0 0 8 2] KfflSt'J) 5>f V f h nf J K PMM 

2 CD F A C S fiWOSS^k , S*M4 0^?)2 00 

oiTcofSHtfesasa^t hcD3 8fei^isa»iiai 

Lfc (010 (a) #BS) o KPMM2««SL 
fcSC ID^^XT'd, ^£D#fflfflJjacDt3j;^7 1%# 
fc hCD3 8|ttiISt d3*bixTWc (010 (b) 

mm) o rcorirtt, sciD-r^^ttirtfiu 

KPMM2JSSC I D-r^^cD#M(-i*Lfcr 
LTV5„ KPMM2JrSCIDv^|;STf 
ft LT£ CfcM*±t^ M# £>tlfc»iai±^T b b C D 3 
8&Wrt£X°&<9 (110 (c) #flg) , KPMM2^ 
TWLT4f SflftKfcte, itKPMM2i^«$ 
frl/O^Sr. t^Jilft, ft3b\ KPMM2&ilLT 
v^^v^ftt4*fff,S¥cos C I D-r'J'^cO'i'ttlsiaictit h 
C D 3 8 B§tt»}4£< Stlfcs^o (010 
(d) #flg) . 



[0 0 8 3] HJtMl 3 : jrCfc h I L - 6 glflCS K 2 33 
itWCt h I L-6RS«t hSWPMlfflftl 

KPMM2#ffift^3ott547Lfc h I L-6WSK2 

3oiTOt h i L-6RS«t ymikm*PMi<D4 
[0 0 84] ±tB*ife^!i 12 ( i ) tta<cco*?£-e S C 

Tfflfft LT#fcKPMM2 #11 Iili»±& £ ? 
f Wv'T D GM 1 wxi»i? - K?9^ (5 
mm, t® i:4mmfl^Py?t?ST^tU SHicl 
Hlfc*ttSK2S#:SrlmgA^K)lM, ffift&t 
h®{bPMl#E#: (H^BSffiHWO 9 2 - 1 9 7 5 9 
#H) 5:0. 12 5, 0. 5 3oitflmgA|>^©3 

45i5i:PBS (-) (=y*>f») tlfL, Pitt 
ttJSIIi-fi, PBS (-) £0. 2 m l/V^&Jj-L 

<fcofc 3 5 h SK^fltiiiftffor*»bM 

[0 0 8 5] ^r»ig^:^0 1 1 IC^-fo ^tt*fff.l¥»5p 
l g T?*ofc©lJ:*fU WfflffSt hSMfc 

^T'SltfiiJtHlSlJ* (Growth Inhibit 
ory Ra t i o :GIR) (47 8%, 0 . 5 m g / 
■v?*8:-5-LfcJ#-g-C£>G I Ri45 3%, 0. 12 5m 
g/-7r>^S-^bfc#-a--eroG I Ri4 6 6%£r*U !S 
^«*i*»»fM&&;&Sji&ftfco *fc S K 2 |Z1*S^-C 
t, lmg/^**KWCGI R6 l%fc«IWWlt: 

anno Lfc. 

[0 0 8 6] SfeiC, Jl*MWW^SELfcliltf^^7° 
*©t h I g G}ta?rEL I S Affi^TSlJ/gLfco ^CD 

|gm^0l 2ic^i-„ Kfl^M9!-¥Bttt»fl8»"CttJli»fc 

h I g G^gJt^ 5 FiS)2 7 . 6mg/m 1 f&ofc&cD 
^> S«t bMfbPMlftfr^l, 0. 5, 0. 12 

5mg/-7?xS*t5rit'-tjx^7 1%, 5 5 
%, 7 5%Jfl]SlJ^tifc, SK2 lmgA^^t 

[0 0 8 7] mMWl 4 : KPMM2#DRP fe 3#SSC I 
D v ^ ^ (C33 5 ^ >"fb* A«aroJi#33 J; 

KPMM2 (10 7 fi) Sr_hfB^K«12 (2) 

ts^fe-esciDv^ (H^yu-TttM) -iffMrt 

[0 0 8 8] KPMM2#If 2 0 0 g, 3 0 

0 S3oit^3 7 B S^KPMM2f|f|RP l l#«SC I 
9^^— r/V^L N -^^^Ig-gJ; V) 6 0 m 1*SC0 
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SteLfc 0 *db\ fflMb LTKPMM2 IrWLTV^i 

vsc I D-v^^^fefclneiro^ffi-cSiLU Af-ftf- 

[0 0 8 9] ^©feU, KPMM2fIW«SCID 

^^©jk^^Wb^/vv-^Agar^ M3 0B 
g±>9±#^P)ft, 3 7 H g^te*fffii¥cD'v9;*£jfc 

^ 86 2 0%©jk^^^Wb*/V>"?A^Jt±#^«^ 
£ftfc (11 3) „ fcfc, Jtf^*>"ft*A'V^A»S 
_k#fi, K PMM 2 Sr S C I D-7 t Lfc 

it©, -v">^#M{C*5ft5KPMM2 (t hCD38 
KJ©I§'I4«) ^^*5it*C0fiJ^C0rgPt«jJiijpi: J; < 
llMLTV^fc (01 4#fg) o 
[0 0 9 0] *fc, KPMM2firtfS3 7 0@©S 
C I D-7^^TK»#5rX»i^LT^i^(rtl^Lfc 
ftJ$fP©^?*fctt:i&L, H^^-i-p^teft^* 

m&tlfc (H15#{B) „ £JL_k©gSii, KPMM2f§f 
[0 0 9 1] 

fc. *»BOt-h^?^vtlSHrj;!) lL-6ft#tt 
T*i«-f5t b#fMffiWJ&*{*, #ilffi© I L-6ft# 

St I L - 6 a«fl«tff * if 0) I L - 6 ffittPl*#J£ 

#5fcro-Cfe5o *3i!^©;t- h^7-r^*«icj; t) i 

l - 6 * 1 b #MSia«tt-f y\?hu 

[0 0 9 2] Sfcfc, 3|S|SK©t b#ttffi»»£Si« 

•eft, #»#Mffi©if*t#v^ttKi^mw&#S 

fcfilf&WJ©ffi»S:Mt5 n t 3, 
[0 0 9 3] ^ftfero^fj^i^cDt MHIlfiWflSI* 

[HI] ?«£iff*(-&ft5KPMM2©g#ift^£^ 
[03] f-fVT'p s/ b^tFf(-i;5KPMM2cO J H *3 



fcSo KPMM2*f)|f;DNA^BainHI 1 Eco 
RljoitJ^Hi n dlll-C^ftL, J H 3o i LK C X jtfs^- 

Lfc/^KSr (A) T^-r o 

[04] KPMM2©»M£r^-f0 (£fe©^S£*-f 
¥K) T"fo5„ ftSHLfcl 5«f±-f-^T4 6, XX, 
der (1 ; 1 9) (q 1 0 ; q 1 0) , t (3 ; 1 
4) (q21 ; q32) , -4, t (6 ; 1 1) (pi 
2 ; p 1 5) , der (10) add (10) (pi 
3) die (9;10) (qlO;q26K+16&r 

[05] KPMM2»«^fc*t1-3#ffilH' 

\±EkT<om'0r-h?) : I L-6, In g/m 1 ; I FN 
- adoit/ I FN- y , lOOOU/ml ; ^©ffi©1j- 
'f 10 0ng/ml o #IIB3|I©Si© 

¥*&+m*«§^ (sd) £jsrr„ 

[06] KPMM2©«±i?Bl-*t-r5S; I L-6 m 
Ab&itWC I L- 6 R mA b (D^^^-fmXh 
3„ SK2fi-?')xS:iL-6 mAb (▲) ;PM1 
L-6R mAb (•) 0 MtWJSSr^ 

[07] KPMM2iMSf;i;*3ft3 I L - 6 R©3gJS£r^ 
■fBITfeSo iBiaiiK I L-6 R mAb (MT18) 
-CSfefeL/Co -^^^ I gG2 bKffSrSSfffitL-CffiV 
fco fifcHttm I gG2b^ HittMT 1 8 Srg-fo 
[0 8] 1. 5%r^fP-^y;U±t©RT-PCR 
(jglS^P CR) fttfxKX. «), KPMM2© I L - 6 *5 
WIL-6R mRNA0M?:^tB (1^1© 
^K) -CfeSo ^l&.fclM, SKW6. 4 ; 
y2*3iOf5, KPMM2 ; ^ 3 & ±0 6 , 6§t£*f 

Jio 

[09] KPMM2?r^T^Wbfc^^^{C*5(j-5Ii* 
ft«iA?ft b I g G*«©ffiBiSr^i-0-C&5. 

[010] (a) i4-T^t'bi3±t*LfcKPMM2(r*D 
ft -5 t b CD 3 8KJ^©FAC S^WSr^i"0T?&5o 
KPMM2ii4 0 fl>t> 2 0 0 0 ^T'CDtfflCDS^SSr 
*-T5„ (b) i4KPMM2£#|RF^tLfcSC I D 
■v>^©#teiJia^*3ft5 t bCD3 8RI©FACS 
(SW^^-f-0-efeSo 7 1 %©&BIS/SS 40^f>2 0 0 0 
©ffiH^^^S^Ir-fSo (c) f±K PMM 2 lirjST 
MLfcSC I D-v^^©Mft±6^t#/-c»tc^it5 
t bCD3 8jtm©FACS<Sff**'f-0t?feSo ±X 
<Dffim&4 0*^,2 0 0 OWftfflW^^ffi^-r^o 

(d) BKPMM2^ilLtl/Vj;^SCIDY^^© 
#fl«l'*3it5t bCD3 8StM©FACS»«fSr^ 

■ria-e&s, 4 0^2 0 0 oroffiHw^ns^^nr 

[01 1] KPMM2iC*j-T5K I L-6 mAbjoi 
U^t I L - 6 R mAbO-fy tT**t*5ft 5fi*if»fl] 
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$IJ$J*£*-rE|-C&So SK2ttKtHL-6 mA 
b ;S«^kHftPMli4fikML-6R mA 

[HI 2] KPMM2#t5!- K^^^tfCOJfcJft h I 
gGji*i-*f-r5ft I L-6 mAbSfcfijjCI L-6 
R mAbcO^Sr^-fEIT-fcSo 

[11 3] KPMM2 £#|RPWffiL/c S C I D"v"?^ 

i-ia-e&So (O) imm&^-f. »iiisciD-7 

i>^4fE (3 7 E @ CD^- 5 |ZE) CD^+S. D. 5r^c 
[01] 



[114] KPMM2Sr#|Rrt^tgLfcSC I D-^^X 
©#M^©fc FCD3 8 KMffltt»»fiJ-a- (□) »S 

^w^-ft^^-rEiT'&So (O) tettrnz^-to «i 

S. D. Sr^-To 

[Hi 5] KPMM2^fIfiMLfcSCID?'>X 

&3„ (a) liKPMM2 Sr^fitLTV^/^V'^fBSI^OS 
C I D^">^. 

(b) BKPMM2f If 3 7 H IfflSC I Dv)^ 
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[16] 



9 



[11 3] 



o 

■01 



\ 



medium 

— a — PM1 
» — SK2 



uL. 



.1 I i 0 



too 



3 1-5 

\ 

O 

" 1.3 
■fl- 

1.2 
1.1 




10 20 30 40 

b » (a) 
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ims] 



[04] 



[05] 
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[0 8] 





[mi o] 
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mi i] 



*t fa 

SK2 lmg/*7C* 

PMl tme/^OZ. 
PMl 0-5mg/vi>X 
PMl 0.12SmB/'7!S>( 



500 



1000 

mess (nig) 



1500 



[01 2] 



« m 



SK2 Img/Vi* 



PM1 1mg/?9* 



PM1 0.5mg/79;* 



PMl O.I25mg/7'5 3 



— I 



10 20 30 

t h I A G X S (mg/ml ) 



-15- 



[Ell 5] 
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(72)mwm mm mm 

»mmmmnam^i -135 wmm 
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